JfiN 08 '02 16:19 FR J8J-PATTENT LAW 732 524 5889 TO 917037465118 P. 14/27 



T77 16 ALLEN TRANSLATION SERVICE 

Translated from German 



( 1 9) European Patent Office 

(11) Publication number: 0 396 857 

Al 

(12) EUROPEAN PATENT APPLICATION 

(21) Application number: 90102853,0 

(22) Application date: 02.14.90 

(51) Int. Cl. s : A61K 7/48, A61K 7/06 

(30) Priority: 04.15.89 GERMANY 3912477 

(43) Date of publication of the application: 
1 1 . 14.90; Patent Bulletin 90/46 



(84) Designated treaty nations: 



(71) 



Applicant: AZUCHEMEE, DR. MED. R. mCLLER GMBH 
Dieselstrasse S 

D-7016 Gerlingen (GERMANY) 



(72) Inventor: Dr. Robert Mailer 
Herdweg 101 

D-7000 Stuttgart (GERMANY) 

(74) Agents: Heinz Noth, Dipl.-Phys., et al. 

Pfenning, Meinig & Partners, patent attorneys 

Mozartstrasse 17 

D-8000 Munich 2 (GERMANY) 

(54) Externally applicable preparation and its use 



of the skin and the elasticity o^TZ Z ^ ^l^^^ ^^ ** ^ structure 

also as an oil for use in spirting ■ctf^.T^El^ of ** stiR > 

agents and agents to combat hak loss * oil and as a skin functioning oil as well as hair growth 
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Externally applicable preparation and its use 

The invention pertains to a cosmetic preparation which is applicable to the skin and which is characterized in 
accordance with the invention by a quantity therein of 2^nethylatninoetha n oI (^t^t^or 

(RRHydrogentartrate, l^hydrogenglutamate, aceglutamate. 4-acetamidobenzoate, hytirogensuccinate, ™. 

The internal application of deanol as a psycho-phannacologKal preparation or psycho-energetic nrenaration and 
as a gemttic preparation has been known medicinally for decadesfand is coiSSuiood^^ffiK^S 
Eet^JrTE*" f ° r CapSUleS " or ^-coated tablets, use is preferably StftaS £ 

° r T ° f 0r8 T C f idS " 1116 15 inthec ** of cornbinaCp^paS^ £ 
which deanol is present in e.g. the form of deanol hydrogentartrate, deanol orotate deanol SETtaS 
aceglu^mate and other ester-like and salt-like compounds^ oanfl^MtaS^S^Sl^S 
vuamins or even organic acids, such as e.g. orotic acid, which is contained in milk, X te sX 

acnon, to some extent, on the central nervous system. snmuiaung 

?n^f^ 0l rt ? r its . c rP° unds - as its salts and esters, are used exclusively internally in the geriatric sector 
ui the form of geriatric preparations or in the form of psy^harmaceutical preparations it was coLS 

ZSlT^ K, ^ d211 ^ Arable effect on the consSy S 

cosmenc application thereto, including the tissue regions that form part of it. 

Cosmetic cremes, ointments, gels, lotions or liquids, oils for sporting use, massaging oils and skin function™ 

IZ^I deano1 or 0011,1,0,1,1418 *" bave ™ *«»-R2 S!lf3SB 

^IaIT^IT^ "?!* ° D 1116 consistenc y of the skin arises from its application. The elasticity of the 
sfan and the strucnire of the skm are unproved, and premature aging and wrinkling are prevented soft* £e <*T 

m* I f^T?^ ^^ yOUthful " mtnecase of IcSjplication of liqmdSX^^ 
m the form of a hair tome or hair tincture, one finds a reduction in hair Joss that is caused^droSST The 
preparations are applied and massaged in conventionally. anorogeneticaUy. The 

id^^^T 1 f .*? ? VOrabIe Cffect on 016 various re 6 5on * of the skin has been found in the meantime via 
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In the following sections, examples of embodiments are indicated for the various preparations. 



1, 100 g of lotion con*gm; 



Polyoxyethylene stearyl alcohol 
Polyoxyethylene fetcyr acid ester 
Deanol orotate 

Medium chain length triglycerides 

Liquid paraffin 

glycol 

Preservatives 
Perfumes 
Purified water 



Propylene 



2.200 g 

3-80 g 

0.65 g 

4.00 g 

6.00 g 

4.00 g 
as required 
as required 
up to 100.00 g 



2. 100 g of oil f or sporting and 

Neutral oil 
Isopropyl myristate 
Perfumes 

Oxidation inhibitor 
Deanol orotate 
Paraffin oil 



'Passage applications contain? 



60.00 g 
20.00 g 
as required 
as required 
0.600 g 
up to 100.00 g 



I 3. 100 g of hair tonic contain: 






[Ethyl] alcohol 


40.00 g 




Perfumes 




I Deanol orotate 


as required 




1 Purified water 


1-0 g 
up to 100.00 e 





4. 100 g of ointment contain: 


Emulsifying cetyl stearyl alcohol 
Oleyl oleate 

Medium chain length triglycerides 

Propylene glycol 

Deanol orotate 

Preservatives 

Perfumes 

Purified water 


15.00 g 

7.00 g 

5.0 g 

4.00 g 

1-OOg 
as required 
as required 
up to 100,00 g 
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5. 100 g of creme contain? 



Polyoxyetbylene fatty acid ester 
Liquid paraffin 

Medium chain length triglycerides 

Stearic acid 

Cetyl alcohol 

Propylene glycol 

Deanol orotate 

Preservatives 

Perfumes 

Purified water 



5,00 g 
9.00 g 
5.00 g 
4.00 g 
2.00 g 
4-00 g 
0.50 g 
as required 
as required 
up to lOQ.QQ g 



Claims 



^iSr£^^^ 

otnydrogensocciiHB. e*™"™"''. alms, orotate, hyttogenHflrate, aci^utamate, aaasmaobenzoao.. 
ttacuires. - "* * °*« liquids as well as hair tonics and hair 

of *. s^^^^o^Sn^^l^ T""^ *■ — *-* * •> «0. the swan* 
«™ny or me sum, and to combat premature agmg and premature wrinklinj of the skin. 

and for £"5^ "* " ° f *° «— ' *-* 3 in Hqtrtd fern, to cotnba, hair km 

m a J£2 H^^SSSreS* ™ ChfaB 1 « - - <* <or sporting actions. 
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© Xusseroch anziiwendend TC Priiparat und seine Ven*eitdu„* 

^ verting der H^utZlZ^^^^ S£Z£%* £ ^TT^ * Hauptpflegemi.el 
Haul, femor efe Spec*, htesage^ und Hairtftm^S. ?!T? i y0fZCrtJefiS v o^^Q0 Faltenbildung der 
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TO 



73 



20 



as 



30 



4S 



GO 



*uflertfch anzuwendendes Priiparat und seine Verwendung 
AdAfmein R,rti« ^ * ' uer ,n M" 0 * 1 enthattenen Oratsiura. und andean Stoffen wie 

zz^zssgz^ssszzr — — — - 

Die Anwenoung erfolgt vcrwiegend auf-onwd emphischsr Erfahrungen. da dor eiaentnche btoche^rh,, 

1 ^ ^f!l' iCh w awuwendende Zuberafcmg tenner, koanefacte Cremos. Saiben. Gete Lottonen bsw 

baSlfSl 2 "f utst ~ kta f vatrcssart und vcseMfler Atoning und FaitonbiWung wsrgs- 

ll °« cardan DM**™**, autoa**™ unfl SnmJL ^ 

Unte^LS^ wSST^^'' d =" oansbgen Effekt auf dis Haulbezirte find* rich marten durch 

mtoii^her „nd postmtetrecher manschlieher Hautflbfoplaston induce* ^td. 6ntseheJo^ toZTS 
im fefgenden warden Aurfutvungsbeiapfefe RJr varsetnedene 2ubereltungen angaaston. 



1* 100 g Lotion enthalten: 


Poly«ncyothyj«nsteoi>W 
Polyoxyethytontettsflureestar 

MHteitottige TrigJyiarida 
PomfRnum pdrflquidum 
Pn>pyiengJykof 
KbroervfarungsmittaJ 
Owttstoffe 

gereinfgtDS Wassar 


2^00 g 

0.05 g 
4,00 g 
6.00 g 
4.00 g 

q-s. 

q-s- 

ad 100.00 g 



2 
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1Q 



15 



SO 



2. 100 g Sport- und Massaged 
enthaJten; 


NeuiralSl 

teopropylmyrlstsi 

Duftstofffa 

Oxldatlonanhibiior 

Doanohorotet 

PAraffinfll 


60,00 g 
20,00 g 

q.3. 
0.600 g 
*d 100,00 g 







4 100 g Haarwasser enthatten; 


Alkohal 
Duttstofte 
Ooanohorotat 
gerajnlgtes Wasser 


40.00 q 
q~s. 
1*0g 
ad 100.0 g 



25 



4. 100 g Salfce enthaten; 


Emulgfenander Cotyistearylalkohof 


13.00 g 


OlsSureolaytester 


7,00 g 


Mjttelketfige Triglyceride 


5,00 g 


Prgpylengiykol 


4.00 g 


ftoanotorotat 


liOOg 


Kbnaanrierttngsmitt&l 


q.fl. 


DuftstoffQ 




gereinigtes Wasser 


ad 100,00 g 



5- 100 g Cremo edthatonc 


Polyoxyethylenfetts&ureestar 


5.00 g 


Paraffinum perilquidum 


9.00 g 


Mittolkattlgs Triglyceride 


5,00 g 


SteartnsSure 


4>00 g 


Cetyfalkahol 


2.00 g 


Propylenglykol 


4.00 g 


Deanchorotat 


050 g 


Konsenrieamgsmittel 




Duftstoffe 




gerwinlgtes Wasser 


ad 100,00 g 



AnstQlle Orotacs kSnnen auch die oben aio 8elspl«le angegebenan Satze und Ester des Deanols 
vorwendot we*d*n. Als Salse komnwn bavoreugt die Na-, Ca- gder K-SeUe rum Ertsafe 



55 AnaprOeha 

1- Auflertlch anzuwendandss Prlparat gaksnreeicfinet dvrch etnen Gehah an 2-OJmethyKaminoethanot 
sowj© GWiCfion FormuKerungsstoffofl. 
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10 



35 



emgesatztter. ^ WBnrai ' «QH«iwt Acatamrdobenzoat enter Hy*ogen=ucdnat 

7. V^ndw**™*^ PatenbHdung der hart. 

«tk» 2ur Rf*^9 mangeinXH^Si A ° 5pruche 1 bis 3 Pern, gegen HawausfaJI 



30 



SO 



S5 
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COMPLETE SPECIFICATION 

tWhydroarotic and Salts 



10 



IfciS invention reiat«s to novel rii*™^ 
purine in ttahniicm" tJ^ .^^P^tancc in 

acid 



^flfc&%&«^° improve 
ncas„ senerai condition end e ]ert- 



35 



20 



25 



JO 



35 



40 



¥"? 8 organism orotic j/avTf 

Jhe aoru and ottsr btocd vessels AhSrfS 

^tagcs over ^ frte aaTTrVS 
solutions w^ 4 / *,tl 3? L T^°A. aqueous 

stomach. Li otr investigations, y d,ey haw 
[Priced.] 



amines, Wami^S^ J^" 7 ■•«*«« 
Sroupi. ^ 0,hCr ^ 0U PS such as aryl 

Jszrt ■st*'!** a - 

byl e thS«Si Iaim,,osthano1 Md «*■ 
Particular^ preferred salts accords ^ 



45 



50 



55 



60 



70 



75 



80 



55 
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of dimethylammoetfiarjol dihydroorctaie m 
rats and mice being over 5000 rnz&g. 

According to a further feature of the 
present invention wb provide a process for 
5 the preparation of the new salts according 
to the invention comprising reacting 
cLhydroorotfc add or a salt thereof with 
a primary, secondary or ten/ary aliphatic 

in ! tmc f. 1 . caiTyms " t* 2 * 1 ™ e further by- 
JU drojpfajje sroup as defined above 0 r a salt 

thereof whereby The amine dihydroorotate is 

formed. 

Preferably the acid and amine are heated 
tomAtr with or without au added solvent. 
" ±ae molar ratio may conveniently be 3 ; 1 ot 
an excess of rhe amine; may be used The 
added solvent may, for example, be water or 
an organic solvent such as an alkanol ec 
methanol, cthanol or uoprepanol; an ester 

20 e.£. ethyl acetate 0 r aw^ acetate; a cyclic 
ether «r,£ dioxan or tetrahydrofirjan. or a 
substituted amide e_g, tfimechylforxiuunidc or 
dmiethykcecamidc. The crystalline salt may 

25 SSI. b ° *£* ,Bd - f ° r ^wmpJe. by conccntr- 
vacuum* reaction mixture e,g. under 

According co a further feature of the 
present invention, we provide pharmaceutical 
™ ^Positions comprising, as active in- 
30 sredtent. « least one Sf the compounds 
according to the invention in associa^on with 
a pharmaceutical carrier or excipienr. The 

suitable for oral rectal, topical or parental 
35 adnunjscratjoa- Thus, for example, romposi- 
rau for oral administration may be soj& or 
houid and may lake the form of sranules. 
tablets, coawd tahfcis. eff^scenf cTbJc j. 
capsules, syrups, emulsions, suspensions or 
drops, such compositions compris^carriers 
or excipieats conventionally used in th± 
phar^ccudcal arc Thus/ for 
salable taWeajn^ exo'pients include lactSk 
45 £^° tc * nd wJuWe starches and magnesium 

For parenteral administration, rhe carrier 
may be a sterile, pajeoteraliy acceptable 
hquid such as sterik water; or a 
50 E*?^ 1 * acc *P^bIfl oil. e.g. arachis oil 
«mtamed m ampoules. Compositions for 
*«cul administration way take the form 
of suppositories, the carrier comer™- a 
suppository base. ^ 

ComposiUons fox topical application may. 
M for example take tte fori of creami 
ointments or fotions. 

Advanta-eousry. rhe compositions may be 
formulated as dosage units, each unit bcrns 
adapted to supply a fixed dose of activf 

fervescent tablets, capsules, suppositories and 



arnpoules arc examples of suitable dosage 
unit forms. Each dosage unit preferably 
contains 10.0 ro 200.0 mg. and advanta*/ 

, l^c compositions according to toe present 
invention may further contain other useful 
physiologically active ingredients for exam- 
ple vitamins* mineral*, amino acids or 7A 
enzymes. 

Vitamins can be added readily to creams, 
especially creams consisting of water-oil 
emulsions Vitamins A£>JS. and K, are 
soluble m the oil phase while vitamins B ai> B** 75 
Bg,, Bju and C are soluble m the aoueous 
phase. The dialkylammoethanol dfcy- 
droororates can well be added to the cream in 
the aqueous phase. 

The dihydroorotate salts are absorbed SO 
from Che sfct« and cause increased circulation 
c t&e blood. This effect is increased by 
addition of vitamins and enzymes or enzyme 
systems such as phosphatases, which in. 
fluencc the cell respiration favourably. Par- S5 
ucularly useful materials <*maining enzymes 
are pUcxmta-extracts from cows, sheep and 
pigs and also human placenta extracts. These 
shouid be extracted at the lowest temperature 
powibfe (not about 40»Q. At life rem- *> 
perarure. the natural enzyme system will 
not be destroyed. 

*J?^!L.. c !L Mms successfully influence 
s>raptems of age appearing on the surmce 

*£LSL JP d y- £ta skin becomes 95 
smoother, shrinking of the skin due to water 
losses is checked and the metabolic products 
jn ihc form of pigments on the skin are 
at least partly eliminated. Also, deep-seated 
spzsns and muscle pains of the rheumatic 100 
W* «b favourably influenced by creams of 
tnis type* 

,.J^* Inferred concentration of the active 
dmydroorocafc m such topicd formulations 

ai y . ^ ^^Wy aboiir JOS 

The following examples illustrate the E 
preparation of compounds according to the 
invention, and also pharmaceutical comcosi- 



Example 1 

0.79 g of dihydroorotic acid were sue. 

of dtethylairunoeihanol w^re added The 
mjxnirc was heated at 70*C until tht 
dihydroorotic acid formed a dear solution 
The reaction mixture filtered hot and 
evaporated to dryness in vacuo at 30-40«C no 



5£5d- W g ^ ^^^^ ™*Xy soluble in water. 
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Exmnple 2 
frDitthyiaminobmyranmde dihydrooroiatt 

tiIaL ° : ^^/tooxotfc acid was sus- 
pended m 30 ml of ethanol and 2.17 

C&AsN*0- (392,45) requires: 

Example 3 

Procaine 4ihydroerotaxe 

0.79 g of dibydroororic acid war* 
suspended in 30 ml of tth^ 0 \ andl 18 g^f 



1.182320 



of ^ethylarainobutyranilide The Mr «4 An 

ttgd and ccntanixated to dryness X™ 

readily soluble in waier 

Cr 58.14 R7.19 N, 14J2S% 

procaine base added. The whole ^ refluxed 

t5? ? ^ ^ dcar solution ^ 
iormed. This hot solution was ffltenM n«d 
evaporated to dryness in vao/o 



1$ 



WWs.tfda,d w r^ysolubleio water. 



Example 4 
OttnpkyUanwoetfmnol dihydroorotaie 

i.5B 2. dihydrooraie acid were sustwnded 
•n 50 ml ecbaso] and ' m» , 

fflfcturc then hs £d 7 o°C faFsM 



« readily soluk Sd ^ hv" 



30 



tx&npj* 5 CapsuJes 
MCbcapsuie contains; 
Qimetfaylajnino^haaor 

dihydrooroiate 
vitamin A 
vitamin B, 
viiaminB. 
vitamin B~ c 
vjLutiin 3,- 
nicotinamide 
Pantheno) 
viiamin C 
vilatnin D* 
vjtanjin E 

calcium (as monohydrosea 
phosphate *™»s™ 
{cagncsitim (as Orotate) 
ir Oa fas fumarate) 
manganese as sulpbare) 

^ppper (as sulphate) 

zinc fas suJpbate) 

caltium magnesium ioositol 

nexaphcispjiaie 
ratine 
adenosine 
choline bitaruatg 



N. 17.00% 
K 15.54% 
N. 15.82% 



25 

10.000 
10 
3 
5 
5 
JO 
10 
70 
400 
IS 



25 
7 
« 
0.5 



19 

I 

i 

50 
10 
J 

50 



MJL 

tag 
mg 
m S 
n,c* 
mg 
rag 
mg 
uu. 
mg 

mg 
nig 
mg 
mg 

mg 
rag 

mg 

mg 



Big 



a £!S?I i EffefV «tt«« tablets, 
-fcaen iabl« contains: 

^^^niooetbanol dihydro- 
vitamin B 4 <w.gQ0i.n. 

vitamm B~ 
vicamin Br. 
nicotinamide 
calcium pantothenate 
vitamin C 

vitamtn D 3 
vitamin E 

^dum (as glycerophosphate) 
magnesmm (as orocate) 
"on (a$ carbonate satcharaie) 
Diattganese (as sulphate) 

copper fas sulphate) 
-£mc fas sulphate) 
calcmni magnesium inositol 

bcxaphoOThate 
ruime 

adenosine 
choline bitartriate 

The ingredients are mixed wrrfc a « 



10ms 
3m| 
5ttg 
5tncg 
10 mg 
10 mg 
70 mg 
400 im> 
15 m° 
19ml 
7mg 
2mg 
0^ mg 

15 mg 
J nig 
1 mg 

50 m- 
10 mg 
50 mg 
50 mg 
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70 



75 



SO 



85 



90 
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Example 7 Cream containing 0.2% di 

mctfcylarninoethano] dibydroorotate* 
Component A) 100.0 5 Hide &t 

120.0 g Gczetan E* 
5 40-0 s JLanolin B.P. 

13 g Propyl p-Hydroxy. 
_ benzoate BlP. 

Component B) 489.0 g Water 

50.0 s Glycerine 
»0 2.0 g &>ibicacad 

} -0 g JDancthylajxuttoedi- 
anol dihydjoorot^te 
Component C) 200.0* OA-soluble plac&jta 
it ^ extract 
15 Component A is heated to melting on the 
water baih, cooled to 40 C C and warmed with 
stirring still at 40^ wfih Component B. The 
temperature should not be aflowed to exceed 
40=C. Component C is then added, stirred 
20 until cool and finally triturated 3 times in a 
roil mill. 

•Non-ionic wax-like oil-in-waier type 
emulsifying agent with added saturated fatty 
alcohol. 

25 WHAT WE CLAIM IS:- 

1. Salts of dihydroorocic add with prim- 
ary, secondary or tertiary aliphatic amines, 
said amities having at J cast one other 
hydrqpfcil/c *roup in the molecule, said 

^0 hydrophilic groups comprising hydroxy, 
esterified hydroxy, carboxy. amino or car- 
bamoyl groups. 

2. Compounds' as claimed in claim 2 in 
which the amines are ammo-cthanol and 

35 mono- and diaUcyJaminoetnanols. 

3- Compounds as chimed in claim 2 in 
which The amines are mc&yJaminoetfianoJ, 
emylaminoethanoi, dimemyJaminoethanol 
dietbylaminoethanol and methyfcrhyj- 

40 aminocthanal. 

4. Dmethylami&cethanol dihydroorofcte. 

5. DjcthylAuainoerhaiioI djhydrooroiaie- 

6. Salts of dthydroororic acid specifically 
as herein described other than dimethyl* 

45 ajninoethanoJ dihydrooiotate and diethyl- 
aminoechanol dihydroorotntc. 

7. A process for the preparation of 
compounds as claimed in claim 1, comprising 
reacting dihydroorotic acid, or a sUz rhtretot 

SO with a primary, secondary or tertiary 
aliphatic ammo carrying at least one furdier 
bydrophiiic group as defined in claim 1, or 
a sale thereof whereby the amine 
dihydrooroiate is formed, 

5f 8- A process as claimed in claim 7 in which 



the acid and amine are heated together. 

9. A process as claimed in claim 2 in which 
the reaction is effected in an added solvent. 

10. A process as claimed in claim 9 in. 
which the solvent is water or an alkanol, an 60 
ester, a cylic ether or a substituted n rof d?. 

11. A process as claimed in claim 10 in 
which the solvent is methanol,, ethanol, 
isopropaaol* ethyl acetate, amy! acetate, 
&oxan, tetrahydrofuran. dimethytformamide 65 
or dimemylacetamide, 

12. A process as claimed in any of claims 7 
to 1 1 in which tha molar ratio of amine to 
acid is 1 : 1. or an excess of the amine is used, 

13. A process as claimed in claim 7 70 
substantially as herein described. 

14. A process as claimed in claim 7 
substantially as herein described in any of 
Examples 1 to 15. 

15. Pharmaceutical compositions compris- 75 
ing at least one compound as claimed in 
claim J in association with a phsjjnaceuTical 
carrier or excipienr, 

26. Compositions as claimed in el*?™ 15 in 
a form suitable for oral, rectal topical or 80 
parenteral administration. 

17. Compositions as claimed in claim 15 in 
titeform of granules, tablets, coated tablets* 
effervescent tablets, capsules, syrups, cxnul* 
sions, suspensions, drops* ampoules, creams, 85 
lotions, ointments or supposicohes. 

18. Compositions as claimed iu claim 15 in • 
the form of dosage units. 

19. Compositions as claimed in claim IS 
containing 10 to 200 mg of active ingredient 90 
per dosage unit. 

20. Compositions as claimed in rJairn J 8 
containing 20 to 50 mg of active ingredient 
per dosage unit. 

21. Compositions as claimed in any of 95 
claims 15 to 20 further containing other 
useful physiologically active ingredients. 

22. Compositions as claimed in clabn 21 in 
which the further ingredients are vimmios. 
minerals* amino acids or enzymes. 1 00 

23. Compositions as claimed in claim 15 
substantially as herein described. 

24. Compositions as claimed ;n claim J 5 
substantially as herein described in Example 

16 or Example 17. 105 
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